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DETAILED ACTION 

1. The finality of the office action dated Jan. 17, 2008 is hereby withdrawn in view of the 
following new grounds of rejection. 

Claims 1-4, are pending. 

2. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treaty in the English language. 

Claims 1 and 4 are rejected under 35 U.S.C. 102(c) as being anticipated by Vidyadhar et 
al. US 6,649,765. 

See col. 4, example 2, the donepezil hydrochloride was dissolved in residue of free base 
concentrated from methylene dichloride solvent system adding a methanol and methanolic HC1 
mixture, then the solvents were removed to obtain a "solid", thus, anticipated the claims. Please 
note that a solid being silent about its crystallinity is noncrystalline or amorphous. 
Applicants argued that the term "concentration" is removal of solvents, therefore, the solvents of 
the prior art process is methylene dichloride, then, methanol not methylene dichloride with 
methanol. Applicants argued that the default description of a solid material is not inherently 
"amorphous". 

Two chemical handbook are hereby attached for applicants convenience. The CRC 
handbook defines amorphous as "having no definite order of crystalline structure". Therefore, if 
a solid was not defined to have "definitive crystalline order" is amorphous. The Hackh's 
chemical dictionary is provided to show that the term "concentrate" chemically is the increase of 
solute content, thus, not removal of all solvent. 

In addition, the Borchardt et al. reference is hereby provided for applicants' convenience. 
Borchardt et al. taught that it is well recognized by chemists that the first isolated product before 
crystallization is ordinarily amorphous which is the Oswald's rule. Further continuation patent 
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of US 6,649,765, the US 7,186,842, referred to the disclosure of the '765 material (see col. 2, 
lines 33-35) being made in Vidyadhar laboratory being amorphous. Therefore, per ponderous of 
evidence indicated that the noncrystalline material disclosed by Vidyadhar et al. '765 is 
amorphous even though the term was not used in that patent. 



3. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

Claims 1-4 are rejected under 35 U.S.C. 103(a) as being unpatentable over Vijyadhar et 
al. US 6,649,765 in view of Imai et al. US 5,985,864. 

Determination of the scope and content of the prior art ( MPEP §2141.01) 

Vijyadhar et al.'765 disclosed anticipatory process of the claims which has been 
delineated supra and incorporated by reference. 

Ascertainment of the difference between the prior art and the claims (MPEP §2141.02) 

The broader scope of claims 1 and 4 encompassing mixture of solvents beyond the 
residue amount or a different choice of combination; or the method of solvent removal being 
particularly vacuum drying or spray drying are prima facie obvious variation of the Vijyadhar et 
al. '765 process. It is conventionally known that donepezil hydrochloride are soluble in a variety 
of solvents (see Imai et al. '864 entire document), and vacuum or spray drying are conventional 
laboratory choices of solvent removing procedure. 

Finding of prima facie obviousness-rational and motivation MPEPS2 142-2 143) 

One having ordinary skill in the art in possession of general laboratory skill and the Imai 
et al. '864 reference would be in possession of the instant claims because a proven process was 
disclosed by Vijyadhar '765, the optional choices of solvents wherein donepezil hydrochloride is 
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soluble have been provided by Imai. Therefore, one having ordinary skill would pick and choose 
any of the solvent or mixture of solvents wherein donepezil hydrochloride is soluble for the 
process and employ any one of the solvent removing technique for solvent reduction depending 
on resource availability. Picking and choosing an effect oriented condition in a chemical process 
is prima facie obvious in the chemical art, especially, such picking and choosing has been 
conventionally evidenced to be operable. In re Szumski 133 USPQ 551. 

4. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

Claims 1-4 are rejected under 35 U.S.C. 103(a) as being unpatentable over Sugimoto et 
al. US 4,895,841 or Vijyadhar et al. US 6,649,765, or Imai et al. US 5,985,864 in view of 
Lieberman et al. and Brittain. 

Determination of the scope and content of the prior art ( MPEP 82141.01) 

Sugimoto et al. (col. 34 example 4) or Vijyadhar et al.'765 (col. 4, example 2) disclosed 
process of making donepezil hydrochloride of the claims. Imai et al. '864 disclosed multiple 
variations of modifying the process of making donepezil hydrochloride to obtain variations of 
crystalline and pure forms of the compound. 

Ascertainment of the difference between the prior art and the claims (MPEP 82141.02) 

The difference between the prior art processes and the instant claimed process is that the 
products being made are crystalline or solids; using mixtures of more limited solvent 
combinations; and/or the method of solvent removal being particularly vacuum drying or spray 
drying. It is conventionally known that donepezil hydrochloride is soluble in a variety of 
solvents (see Imai et al. '864 entire document). It is a conventional teaching that amorphous is 
more desirable than crystalline form when formulation into pharmaceutical compositions (see 
Lieberman p. 463 last paragraph) and the conventional process for obtaining amorphous material 
are spray drying or vacuum drying i.e. lyophilization. 
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l-'iiiiliiiu of prima facie obviousness— nttioiutl am! motivation (MI'l\I't>2 ! '42-2 , 143) 

One having ordinary skill in the art in possession of Sugimoto '841 or Vijyadhar '765 
and the above references by Imai et al. '864, Lieberman and Brittain would be in possession of 
the instant claims because a proven process of making donepezil hydrochloride in a purified 
form was disclosed by Sugimoto '841, Vijyadhar '765 or Imai '864. One having ordinary skill 
in the art in possession of the purified crystalline or solid material of the compound donepezil 
hydrochloride would be motivated to prepare an amorphous form of the product because it is 
conventional state of the art that "Theoretical considerations predict that amorphous solids will 
in general, be better absorbed than will crystalline ones " (see Liberman p. 463) and the 
procedure for obtaining amorphous forms have been conventionally well delineated using a 
spray drying or vacuum drying process (Brittain). 

In view of factual evidence provided supra, one having ordinary skill, being motivated by 
obtaining a better absorbed amorphous form, would pick and choose any of the conventional 
combinations of solvents wherein donepezil hydrochloride is soluble, then, employ any one of 
the solvent removing technique for solvent reduction depending on resource and availability, 
with the expectation of obtaining an "amorphous" form of the product; the claims would have 
been obvious because an ordinary skilled person "has good reason to pursue the known options 
within his or her technical grasp. If this leads to the anticipated success, it is likely the product 
not of innovation but of ordinary skill and common sense." KSR 82 USPQ2d 1385, 1390. 

The above references provided: 

--teaching from the art that donopezil hydrochloride is soluble in chlorinated solvent and 

alcohol specifically, methylene chloride and methanol; 
—suggestion that spray dry a pharmaceutical product using a soluble solvent and spray 

drying procedure would produce an amorphous material; 
—motivation that an amorphous material would give better dissolution. 

Therefore, every element required by the KSR guideline has been provided. To obviate 
an established prima facie case of obviousness, applicants must provided factual evidence that 
why a process employed a simultaneously co-existed mixture of chlorinated solvent and alcohol 
would produce an amorphous material which is different from the amorphous solid found in the 
prior art using a stepwise introduced dichloromethane and methanol solvents, when both solvents 
are known to dissolve donopezil hydrochloride. 



5. No claim is allowed. 

6. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Celia Chang whose telephone number is 571-272-0679. The 
examiner can normally be reached on Monday through Thursday from 8:30 am to 5:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Janet L. Andres, Ph. D., can be reached on 571-272-0867. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 



Application/Control Number: 10/509,952 
Art Unit: 1625 



Page 6 



Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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